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Abstract of JP1 0081 633 

PROBLEM TO BE SOLVED: To obtain a medicinal composition comprising a 
combination of medicine(s) such as an angiotensin II receptor antagonist and/or 
an angiotensin converting enzyme inhibitor with HMG-CoA reductase inhibitor 
and useful as a medicine for preventing or treating arteriosclerosis. SOLUTION: 
This medicinal composition is used by combining one or two or more kinds of 
agents selected from (A) angiotensin II receptor antagonists and (B) angiotensin 
converting enzyme inhibitors and one or two or more kinds of (C) HNG-CoA 
reductase inhibitors, preferably combining one kind of agent selected from 
agents A and B with one kind of the agent C. As the preferable manner suitable 
as the medicine, the agent A is phenyltetrazole compound, etc., and the agent B 
is tetrahydrothiazepin, etc., and the agent C is statine, etc. The daily dose of the 
agents A and B is about 0.01-200mg/adult and the daily dose of the agent C is 
about 0,5-1 OOmg and administration rout of the medicine is generally oral rout 
and the medicine is administered in divided one to several portions. Data 
supplied from the esp@cenet database - Worldwide 
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nWf-1 0-81633 



mtih 1 sxii 2 ma±<^mmt hmg-coajitc 

^ttT-j) 0 . Ty'jiii-y'yy^mmwmwT y v 

mm.3>\ ryviiry^yyi i^mmmmfr 
y'yi^^y'y y's.'mwmm-^^'^h ^(nmm , c 
s-8 6 6. u^)\/^y^ tjy^'^jV^y. j^)V'>r)V9 
^)VK'^)V9y, ^rvr^)>v^ x 

•f9r'J;K Ui^y7''j;i'. i/^-fru^u, fyr^) 

i.i¥<o^s'jt'*>i.W5i?ja 1 commm, 
y'M^yyym^^mmmt^i^^hm(mmtiK c 

S-86 6, n-^;l/:J'y, fiyir^A"9y. T^:*rU 

yi^^y-yy y%mwmmt^hm mm^w . c 
s-866. a^jv^ ymff) y^^)V9 yfs^h^h^ 
nm\thhm%-^ 1 mmmh. 
[W«S6 ] ryjr^^yyy i i s^f^JSfiimt/r 
yyi!n-yyy'^mmwmmt-(^^hM(mmhK c 
s - 8 6 6 1'*> I. 1 (nwmm!^, 

yyii^y\/y\ \^m^M^wt^^hm<mm^h 

tii^jas] ryyii'ryyyi i^m-^^mwJT 
yi/^Tyyy'm^'mmh^h^h'^<mmtiK c 

s-8 6 6, n-t;w^y. tiy'T^)V^y. )<>)V^y^ 
ymf-^i^'<^-^)^9yii^h^h^<r>m\'Chhm.i^\ 

[W*fl9] ry>'':5rTyi^y 1 1 S«#4Stamt/^T 
yi;;fTyvy^«i»SiasS«J*^feiSSSPo3S?PJ*^ 7 
yyis^yy y^^^wmm^i6^h^<rim^h t 

im^mio] ryyis^y^yi i^%M^mm 

ryyi^n-yy y%m-%wmw ^^-^h ^cr^mw . 

[iSiRJSi 1 ] ryvJi-ryvy I I'mw^mmS' 



mimi 2] HMG-CoAa7C»*iaS^J*<, X:? 

^<x^i-y^ o>'<jx.^f-y, i^yj^x^'l-y. yji'^^x 
^^y. lJA'x^f-yalA'7/^^^^'x^f■y*^f>B!4■l>Sf 

[i«a<«14] HMG-CoAS7C;^5gffiSSiJ*\ 

jixi^'f-y, aJix^i-yM/iyyj^x^i-yij^fii&h 

[msmi5] uMG-coAM7mmm.mmt^. 
^<x^^yx'$>msmin^i ico&mmm. 
m^m 1 6 ] msm iris.15 (^mi^'h^mim 

[000 1] 

I I'm'i^^mmfryviin-yyy'&^^wmm 
mwuQ-cok msmw^im i ax«i 2 

[0002] 

mt«i. •mmm^rn^^. ^mmt''imx:h') . 
h,>mmm.\\m.-^hf^htimm-t\^x. ^^m. 
yx 0 y&mmzm'j<mimm^mif<^ir6 . t 
xmnth%^i}'^^< . m-^izmmi^^m^h'^x^'-^it 

#x4.i^■rv^|,( ;/^rt'-f-.f X. 1^37^, 1^1595 
KJ^MIS1607H (1988^) : Diabetes. 37. 1595-1607 

(1988)), 77-n-j:.\tm¥mim^^mRmmi-h 
mx\ iSfliitJE. ftiiEJEXti^ yxvy&m^mco 
^m^m'F'i:m\-tm^i}^ztitx'^d:^tix^fz, r 

7A'>^^'f-y<0J:3^HMG-Co A)i7f;^«ffl^9?PJ 

{i, iSIlJJlffiSreXS-t^*^ ifi^f'lT'Wrxn-A'ftiiM 

h ■ iMi^-y <yf] r^^. 11294 w^s. 

302 5(1988:^) rBiochin. Biophys. Acta. 960 . 294 

-302(1988)] . X, hD^^U:?y'ycoJ:o^'f yxyy 

mm:\t-v%>L\mx.ts:^^ K^m-i-A 1 4 2 s^^i^ 

m.) . jfi^, ryi/TTryi^y I i S^f^lSfcti^iJ. ry 
x-jj-f-y^-y^^Pfg (ACE) Ra^Jc7)j;3^r^-y 
• ryi^'it-fy vyi^Wjlp»JSiJS:iE«JllUE<OiSauxr 
D-;l^jlllffi<7)iHl(c^4-r-&t. Tro-AttDMS-fb 



(3) 



0-81 633 



y. mi5^, 1^327 Wnmrnm H (1990^) : Hypert 
ension, 15, 327-331 (1990), >'>''n--X • 1f-dr a 

y • t/L-. 1^60^ (fflfil), m332 W 
(mbif-) : Jpn. Circ. J. ,60 (Suppl. I), 332 (199 

6) ^] . 7y=j^Tyi^yi ui. mmm<D;^ 

^N-T^i^ay, SI13^, ^706 STb^^ll H (1989 
: Hypertension. 13, 706-711 (1989) ] • 

• mum. mm hj^ss^io? m (1990 

^) : Eur. Heart J.. 11, 100- 107(1990)] W^rtt 

W^^X'\i. v-y ■ 7y'J:^7-yi^y^m\m 
iin'yi^y%!mmumm%-k<!k-Yx%'f [v-v- 

Igl5^g, |gS65 i;;^^S72 M (1990¥) : J. Card 
iovasc. Pharmacol., 15, S65-S72(1990) ] . WJT'c?) 

[0003] 

^^ism, ryJ^T-yi^yi i^^mmiRt/Ty'J 
i!^yi/ y^W^wmm^t:>^h^<r}mWhWR'^ 
ti h 1 ax(± 2 atLhco^j t H M G - C o K^Kim 
1 axti 2m}±ommm-^h^x®m 



t H M G - C o A Mtc^PIS^iJco 1 2 atJLhcT) 

\mM)mtryvii^y=yyi i^m^^^mmr 
^"^tihx axti 2 mm(r>m\>L h m g - c o Kwt 

^m^m\<r) 1 ax«4 2 ffii.Xb<7)5i^iJS: nut (cXtiiSfra 

<7)1^KX{4?&K<7)/oy)(7)gmfflJS!fe) ^JSfl^-ri.. 
[0004] 

i)MlS-fl:ffi<7)i^|}SX(4?^co;t:i6<oEigffifiic») <n 

y\>:^^yi^ymmwmmh^So^hm<r>mm^m. 

^^fih\ «X{4 2 atLh^l^S'I i: H M G - C o KWt 
»«ia«fflcO 1 SXti 2atLhc7)^J*^<ifig.|> . 

[0005] im^m'¥:m.%xhhry'yi('fy\/y 

li^5-7 8 3 28^^A^|g. !tMB36 3-2 3868-^ 
^A^ffi, - 3 6 4 1 7 1 -^^A^IS, #^^4 - 1 5 

9 7 1 8-^^f8X{4»^4 - 5 0 6 2 2 

im^tix\^h t'7 i h 5 y-/Hb^?S!)X(4t'7 
:L-)Vf))Vff^ymc^'Wt:hr\%. WM.ut. ^^vx- 

fV^YvV-Mt-^^XM, IStciKitcti, CS-8 
6 6, oHf;P^'>', ;^yT^?-/I':5'V, A';l/Hf /W^* yXfi 
A )V'<.^)V *> yxh 0 , Sitw J: •) ^mz\i. . C S - 8 6 
6, D-9■;^^'>-X{4;(?>'T■9■;^^'>T'^)0, ^ttcWc 

(4. cs-8 6 6-cj)i.. ryx^ryi^yi 

[0006] 

[-(bi] 
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CS-866 







[00 071 CS-8 6 6ti, :Nfffl¥5-783 2 8-f- 
i^$g^lclBic$ii. ^(^t^m. ( 5 -^f-yu- 2 - 
:5r^y-l, 3-v7j-=¥Vby-4— 4 
- ( l-tb'ndfj/-- l-;«<^;^xf-;^) -2-rne 
[2' - ( lU-ThyY-ll—5--^)l') h' 
7i::^;P-4-^;P;^^;l'] -f S^V-;U-5-;*;l-*: 

x;K CS-8 6 6^) XJi:-5-«^iiia±i^^$il^JiS- 



10 0 083 a-fil^y (DUP-7 5 3) fi, #1^^ 

6 3-2386 ^mmm5, m. oeg -t^fg 

-1- [2' - ( lH-T-hvV'-lV-^-^)l) h'7 
x.~lV-A-^)V?^^)Vl -\U-^^-fV-)V-5- 

[00 0 9] ijyf^iv^y (tcv-i 16) tt. # 

-3 64 1 7 l-t^^lS. EP-4 59 136-^^ 



fS, *ffl!»S^5.354.766 ^i^fg^tiBiBt^fx, 

i^)xf•;^ 2-xh:Jf>'-l- [2' - ( IH-rh 
5V-;P-5— f/W) f7i-;i'-4->f;M^;u] - 
1 H-<yX^ 5ry'-;i^-7-^yi^*:='fi^i^- hT* 

i])v-^^ymymw<mmm^^i\.h:j~x^}v (tcv 

- 1 1 6^) Xi4-?-omJii^§$tll.«Sr^*-ri., 

[00 10] )<.}V^)V^y (CGP-48933){i, 
#l^¥4 - 1 5 9 7 1 8-^i>fB. EP-4 3 3 983# 

'm^^zim&ty.. ^(r>\mm.. (s) -N-nVj 
;l— N- [2' - (1 H-Th5V"-;i^-5-^;i^) t" 
7x:::;l^-4-^;P;<^;l^) M'ljyT'J)*), 

[00 1 1 J -f;P'<.-f;P^y ( SR-4 74 3 6 ) (4, 
#«¥4 - 5 0 6 2 2 2-^iii?6, WO 9 1 - 1 4 6 7 9 
-f^^$8^(ciE«!i$ii. ^(n{C^\i.. 2-N-7'f-;U- 
4--^tDv^'a'^y^y- 1 - [2' - (rh^V- 



(5) 



i^ea^i 0-8 1633 



fl-S-^/U) t'7x-;P-4— ^;Mf-;H -2--f 

c 0 0 1 3 ] ^mn<r>-m)^'Ftit-^^X'hh7y=J^^ 

(f , JHflSISe 1-26757 2 - 1 

1 64 5 m^m, *ii!f#ft^4.374,829 ^'j^m. 

S58-1 2 68 5 l^^lfi, ttM5 8-206 5 9 
-9 0 5 8^41^18. 1^13^58-203 97 l^i^fgX 




(imeae 3-25845 9-^^$8^tlE«$ixi: V^?, 
T h 7 b H a^r-tr'tr Wb^^Sl). rn ij yit^k^. tr 'J 

{4, T^:;^7°';/P, ;^7'hr'J;P. X-f^yU/P. 'Ji^ 

yr'j;p. t^T'J;!/. T5-fer'J;u, 

■To 

[0014] 
Ut2] 





(6) 



iRfffi^l 0-8 1633 



^coit^m. ( + ) - (2S. 6R) - [6- ( 1 
S) - 1 -Xhdf ix;<?;U-t^^;P-3-7x-;l'rDbVl^ 
r$y] -5-:t^y-2- (2-f-x:^;l/) ^^/l/hK 

n-1, 4-f-r-t'h-y-4->f;i/@ti?T'J)0. *P.<7) 
mm) i^tti. 

[00 1 7] ;<?rhry;Ki. #18^5 2-1 1 64 5 
*ll!^ffm.046.889 #^^{=iB«§iX, 

-?-<7)-ft^=a{4. 1 - [ (2S) -3-^;W;!?rh-2- 

[0018] Xi-yr>JMi. *ll#rFSg4.374.829 ^ 

i^?fi^icE«$ix. ^(n^mnt, n-\.{s) -i- 
3iV^'yij)V^^~}V-3-y s.-iVr'a\;)V'\ -L-T 

-?-c7)Mil±i^S$fL|.xXr/l-Xt4^coma±lf§§il 

[0019] Ui^yrU/W4, ^^WraS 8- l 2685 

-eco^b^^Sfi, ( S) - 1 - [N2 - (1 -;&;Ui<df V 
-3-7x-yurne;l') -L-Ui/^W] -L-rnD 

[00 20] v-^ifrU^m. #^^5 8-206 59 
l-f4>?8. *lli»i^ll4, 512.924 ^^^ttEii^il, 
-e<7)-fl:^^{4, (IS. 9S)-9-[(S)-l-X 
h ^l^i])V-:Y-~iV - 3 - 7 X :i;l'7''n hVPT S y ] ^ ^' 
^'th-D-10-:t^y-6H-t°'J^>'V [1. 2- 
a ] [ 1 . 2 ] yr-fe'h-y- 1 -;)&;P^ygJT'J) 0 . * 

(002 i]T7r'j;Wi, mwm5i-n65m 

{km. *ffl!^l*m4. 385.051 ^'A^iZtm^fl. ^cr> 
•fb^^ati:, (S) -N- (2. 3-v^t HD-IH--^ 
yry-2--Hl') -N- [N- ( l -xh^>-;<?;l',1< 
:::.;l'-3-7i:^;WrDe;W) -L-T7-;W] /'J>- 

xxi^^i^Xti-e^oiiJIiit^ $ ix I. tS^ ^-ir-t S « 

[00 2 2] r^-feT'J/Ki. ^*^^5 5-9 0 5 8# 
^^?8, *ffl^itlS4.248.883 -^i^fSlftCiSm^ix. 



D^NV-fyp) -L-rnU;i'-L-7i-;ur7-yt' 

[00 23] ^yr^JMi. ^W^58-20 397 

mm. msmm.m.w ^mmkztm^ix. 

^<n\t^^t.i. (4S) -3- [ (2S) -2- [ ( 1 
S ) - 1 -JiV^i^:^ )VTf^~)V- 3-y x~l\^y'u\^)V 

rsy] ru\^i[-ivii -i-yf-;i/-2-;r=¥y'f s 

[0024] Jr->-y°'J;U4. t#^^63-258459 
-^^?g, J|tffl!RfllFS4.761,479-t^ffg^Cia®$tL, ^ 
(nif^nt. (S)-2-[(2S)-2-(lS)- 
1 -xh^i^;&;l.;i<^yP-3-7x-;urof;l'rS 
J)ru\;:^-)V'\-\, 2. 3. 4-Th7hHD- 

3 - ^ y ^ y ij y;&yi--l<yKT* 0 , ^mcr>^i-ro ;u 
[ 0 0 2 5 ] X, ±IB'fb-^!t^3&«^S^S:*tl.^tC 

[00261 :^^B^ff)m^(O^^^X'S) I. H M G - C 

oAMTimmmmmii. tn.mmmco-ihmmti 
tti. i^mmi>(^tix. mm. !»wbs5 7-2 2 

4 O^m. !tfllBS5 7-1 6337 A^^jk^. 

5 6-1 2237 5-f ^iSflS, ^#^^6 0-5000 1 5 

nm^f- 1-2 1 6974 -^^A^IRXJilf ^ 3 - 
5 8 9 6 7 ^^^fi^tCf e«$ ilT V A I, X ^J' ^ yit-^m- 

y/<.x9^y. 7>w^xi>^y. ^)j^x9^yx\i.7V 
)VJ<>x^^yX'h'0. mz.nM\,z\i. y°y^<x^^y. 
D^N'xrJ'^yXfivy/N'x^'f-yC'ibO. mi,zimi,z 
li. ryx^x^&yxhh. 

[0027] OTC. HMG-C o Aji7cP^iaW?PJ«0 

[0028] 
('(t4] 



(7) 
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[00 29] ryJ^XiS'i-yii. ?fraBS57-2 24 0 
^^m. *[I^frF^.346,227 ^^^l8l?tfBii$iX, ^ 
(7)^tm^ii. ( + )-(3R, 5R) -3. 

[(IS. 2S, 6S. 8S. 8aR)- 
6-h Kodri^-2-^f-;l^-8- [ (S) -2-^f- 
;Py^'J;U>rdf-i^] -1 , 2. 6. 7, 8. 8a-'s:Sr 

Ho- 1 — t7^;p] 'sr^'yircj>0, ^Blor 

[00 30] oyN';^:J'^y{4, #^^5 7- 1 63 37 

*II#n=m4,231.938 ^i>l8^(Ciet!!$tl, 
^coif^m. ( + ) - ( 1 S, 3R, 7S. 8S. 8 
aR) -1, 2, 3, 7, 8, Sa-'s^-ttKo- 
3. 7-i^Vf-;l'-8- [2- [ (2R, 4R) -rh 
7t Fo-4-t Ko=»ri^-6-:t^y-2H-tr7>' 
-2--</H Xf-;P] -1— f7^/U (S)-2-;< 

[003 1 ] v-yAx^'-f-yti, ttra®5 6-i 2 23 




fi. -e<7)^b^«4, ( + )- (lS, 3R. 7S, 8 
S. 8aR) -1, 2, 3, 7, 8, 8 a -'s.^f-if h K 
0-3, 7->-';<f-;U-8- [2- [ (2R, 4R) - 
rh7tHn-4-t h'ndf>'-6-:^^y-2H-t 
7y-2--f;t-] xf-;H - 1 --^7^;!^ 2, 2->'' 

[00321 7)V)^xy^V\i. !tl^ra6 0-5000 

fl. ^(^t^m. (±) (3R* , 5S* . 6E) - 

7 - [3- (4-7;l/^D7i-;P) -1- ( 1-^f- 
;Ux^;P) -lH--fyH-/L'-2-^;U] -3. 5- 

[0033] 'JVN'J^^'f-y (BAY-W-6 2 28) 
{4. 1-2169 74^^jim. *II^ft^5.006. 

530 ^{i^mmizmm^ti. ^(Dit^^ii, (3r. 5 

S. 6E) -7- [4- (4-7;U5j-D7x-;P) - 
2, 6-v- ( 1 -^^;l^x^;P) -5-;< h^x-><f- 
;i't:Uvy-3— -3. s-i^'t Kodfv'-6- 



(8) 
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[00 34] Th)l'^<x9'^y {Cl-98 1) li. n 
19^3 - 5 8 9 6 m^^m. mmm5.m,995 ^^jk 

mizizmti. ^<r>im^ii. (3r. 5s) -?- 

[2 - (4-7;P:tn7x-;P) -5 - ( 1 -;<^;PX 
-lH-fn-;P-l->f;|/] -3, 

t 0 0 3 5 ] X. ±E^t-&tt*J^S^5:*-r^J©^(c 

[0 0 3 6] *3%Bfl(cfc(-^T. r>'>'':t-ryi^y I 

fl, HMG-CoASTCl^iaWJt, l«X{i2SJ.:il 

±/!)JiHR$ixi.A\ Mcti. ry=J^y-y=yyi IS 

ssfco^j*>f> 1 mtfim^^ix. H M G - c o mam 

[0037] :¥w^<^wMi^im<^nm^j:mmi. 

( 1 ) ^nm<r>Ty>f:iTy'yy 1 1 '^mmmm'^ 

h7t Fo^r-b'f ro'jy-fb-^it^ii, fj^-' 

( 2 ) ^r^BK^cor yi^';tf-yi^y 1 1 ssi^JSStm 

CS-86 6, o-tyP^J'y, ;^yT-f;U:5'y, -'SVl/ 

/K x-t77°';;p, 'ji^yri;;i^. i^^-friiyp. t7 

4>Bicl.i¥tfOii^iK'3il>EiifflfiK!|*3. ( 3 ) mimcor 
yi^:^T-y'yy\ I'^^m^mmfry'M'ryi^y 
^mmmw^^i>m<r>mmK cs-see. n 
^)V9y. iiyi-'^ii'^y^ r^:7)7°y/u, ;^7°h7°'j 
yp&t/x-f 97* 'J ;i^*^<^fi)(;l. Sf<7)lS^i|T'S) I. ElifiBil 
ft. ( 4 ) *X!)fig^£0Tyx7rr yi^y 1 1 ssw^JStn; 
mmryi^:i^yi^y^mmmmmwh^hm<m 

mtK CS-86 6, u-^)V'?yMfityr^iv-yyt'' 
yi^jj-T^yi'yi i^^\mwmfTy=JitTyi^y 



immm^m, ( e ) ^m^nryy^Tyyy 1 1 
^^wi^mimryy^^yyy^mmWimmi]-^ 
^hmmmtK ryji^ry^yi I'mwrnMij^ 
!o^hm<r)mmx'hhmmmm. ( 1 ) ^^mcor 
yy^^y^yi i^^Wt^mimry'J^Tyyy 

^mm^mw(y^hm<rmfw. c s - 8 6 6 , o 

f)i'9y. ijy'T^)V^y, ^"^lU-fy^yRi/^juK-^ 
)V9 yt-h^h'^<mm:hhmkmM. ( s ) *a 
m<r>ryVis^-yyy\ I'm^^mmfry-Jis 
'fyyymmmwmm^hmm<r)-mm. ry^M 
^yy y^mmmmmt- h^h'^commxhh wm^ 
m^. ( 9 ) t^^^ff^ryy^'ry-yy i i 
m^iRx/T yy^Tyy y^mmmmmif}' (^ist.m<^ 

ii^hmmx'hmmmm. ( 1 0 ) ^mmc^ry 
yTtry^yi i^mi^iitKmmryy^Tyyy^ 

EMMfm. (11) ^)S:J)-c7)HMG-C o A3i7C» 

mmmmtiK x^^yit-^mThhSMm&i^. (i 

2) ^«cJ3-c7)HMG-CoAji7cWMSiJ*\ 7°7 

yN'XrJ'f-y, nvN';^^'f-y, yyjix^'i-y. 7;1'>'n'x 
^J'f-y. 'JAx^'f-ys.yr/i'hAx^^yA^f>i3ii)ff 

cD^fK"3!)^glSiafi)i!|l), (13)^^:«-C0HMG- 

coAmKmmmmifi. ryj^x^^y. oa-x^^ 

^SlV (14) *S()fi!t^iOHMG-Co Aji7CP*Pfl» 
SiJ*\ 7°7Ax^f-yT-J).I.Emiafiicft2-S>{f.&^ t 

[0 038] tfz. WJM^tforyj^'^f-yi^y I ig 
^f^sa^jfc J; U7 yyyfryy y^tmmmmit^h 
^m<nmmi ( 1 ) - ( 1 0 ) fy-h&mi}^(^mtR 
I. mm(r>HMG-co AMimmmmi ( 1 
1 ) - ( 1 4 ) i}-i^i&hmi}'t^miKi. zix^mmiz 
m-^-^xn^timmmmii.Kfmx'h'o , mm, a 

T<^ t> COS: hifh ZbifiX'^h. 

[0 0 39] (15) W]iS.^co7yy^Tyyy II 

x-ii^7!})\^^^ymt^'^X'h'0 . ryyifry^y^m 
^mmifiy- h 7 1 b-o^r-fb-y-ft^ft, TO 'J y 
^t-^??!), h-'j^^i/yvT-fe'fy-fb-^ft, i^-'Ji/y-fl:^ 
ft, ^ s / vu xy-ft^ftxti-f y^yj y-lt-^fS) 

^y^-^mx'hhmmmm, ( 1 6 ) ^^siis^cory 
y^T y y 1 1 ss#:*$fiimtA'r y r y y s 

mWI«ffl*^^>fi)<.l.llcOiiffl*^ CS-8 6 6, p-tf 

yi'i'y, ;»!^ y-f-^/u^' y , vNOi^-tyrJ'y, 

y, r^;<?ru;i^, ;i?rhry;i^, x-f57°uyi^, y-y 

y7°y;i', v5if'7'y;u, t77'U;i/, r7-fe7'y/i', 

W^a^^cO H M G - C o A ji7LP#HI»S')*^ ry^^X 



(9) 



^^y, vi)<~X9^V^ i/WN'XrJ'^y, VM^X^'f 

y . 'J ^J' ^ vmJ-Tiv V)^x^ ^y-b^^^hm(Dm 

mx'h^^m.^. (17) mm(r)Tyi^:^fy 
>-yi i^^mmimryj^Ty^y^tmrnm 
mit^i^^imMM^K c s - 8 6 6 . o->r)\^^ y. 

y^ -yy^x-^^y^ y/w^xi^^y. V^x^^i-yR 
xfr)v w'^x^^ yi}>ii>^hm<Dmmx'h h ^imM 

(18) -mmcr>ry'JifTy'^y I i ^^m^ 
mmfTy'j^Tyi^y^w^w!mmi]'hmm<n 

MmtK CS-8 6 6. u^Ji'i'y. ijyir^lV^y. 

^ommih 0 , -^^^%cn H M G - c o Kwm%w 

mmK y'y^x^i-y. oj^x^^yRX/i^yz-^x^ 

f-yi}'{^^m(r>mmx'htmmimii. {i9)Ws 

m<^Ty'ji(Tyi^y\ \^^w^m\mTy'ji[ 
Tyi^y^mmmmmmt^h^ma^mmtK c s - s 
6 6, u^)V9y. ijyr^)V9y. T'fi^fiy'O/i^. ti 

m)&^(r> H M G - C o A3i7C^ffi»Si|*^\ ryXX 

i'^yx'hhmm.m. (20) ^sK^ory 
Ty>yi i^^mtmRx/Tyj^T-yiyy^tm 
mmmtf^h^hmcommi}^ cs-ae eRr/r^t^ 
yV)Uii^i^^i^<^mMxhD. ^^^.^cohmg-c 

Rx/i^yj^x^i-yt-f^^tmcommTh^mm^ 

ft. (21) ^&^cr>Ty>':ty-yi^y i i S^fttS 

miRt/ryi^^ryi^y^mmmmmij'h&^m 

miiiK CS-8 6 6Rl/T^:fiy°0)l-i)^^^im<^M 

ry><x:^i-yx'S)hm.mm^m. (22) ^^f& 
^<7)Ty'J^Tyi-yi i^^i^t^miRr/ryi^^T 
y'>y^tmmmm]i}^(^mim<omw. cs-ae 
6 T'j> D . w^fiR^^oH M G - c o AMimmmmm 

y'yj-^x:^i-yXhl&mmmRX/ ( 2 3 ) 
Bit^cT) ryj^T-yi^yi I ^mi^i^mmRx/T y =m 
y-y'yy^mmm.Wi\h-^t>^^m<mmti^. n-^iir 

U )VXh 0 . -^mi<r) H M G - C o A ^S^fflUS"] 
ifi. ryi'^X^'^yXhh^WM^. 
[0040] 

hryv:^Ty'yy\ I'^^^mRxfryjiiTy 
i^y^mmwrnm^h^hmrnm-^tMrntih 1 

aXti 2 tLhcOigSiJt H M G - C o AjfTcPSPflWfflc^ 
l«X<i2JiUiiOaiiSiJ*-f>B!t^3§ffJ{i, ;»Jllli«l:fc(tl. 



(#tCs ?&it^j) -^\tmm.<^'^mmj.i\hm\ (t* 
{c. ?^j) fcUT^fflt'*)!.. i^wm^tJii. ry 
v^'r-y'yyw "mwrnmrn^r y^^^y^y^ 
mmmmmt-t^^mmmt h m g - c o Amm 

<7)mu. mz. ^t^mzmThtixx^mw^zmmt 

¥mit(nfmxmm^mzi]^x.x. Mz^k^^titzm 
^immmcommtmmizii^^tih a t mmx-h 

0, ^m>x.. ryy^Tyyyi i^^P^i^m<\Rx/ 
Tyy^Tyyy^mmmmmti'h^mcomit h 
MG-coAji7cS5«fflwi{i, m^mommx-n^t 

h^b-ffix-%h. mmm^iL. mmmmmm^znm^z 

mmzmtizbtx^i, ttc.mm<^b}i'^. 2 
jm(7)mummiz^^L^j:<xhmixt:m^imi-i 
(Dx\ ^ixmrnm^m-^^^^miSi^^xm^kix 

(^^timtirzm:tm!S.^tii<rnzff^^h.hWc>zm 

mtmizbtiK'^^. 

[0041] :$i^miZii\,^X&.m^tLh7yy:^Tyy 

yi i^mmsimRi/7yy:^Tyyy^mmm 
m<7)mmb h m g - c o Am7mmmmmcr> 
ik^fV'-hii. -m^izi^D>\^-hX'hi. ^^x, 2 
mmma. ^ti^'ixs^mxm^<r)mikmmi.z. 
xim^ Lxmmmz 1 mcomm^mm^zmm-tiz 

izxmmi-^zbij^x'^h. 

[0042] :^mil>Zi5\,^Xiim^tlh7yy^r-y>- 

y 1 1 ^mmnmmRr/T y^^y-yy y^mmmm^ 
mi)'^f&&mcommbHMG-c o Amfcmmmmmco 

i^mm<om^(o^mzxr>:miz^itu%6, m 
Hi. Tyy^Tyyy^tmmmmif)'(>^hm<^m 

m^mizMhb. *rh'Jyi/tCS-8 6 6i:T't4, S 
JIIIE7 -y h$-fflV^?t-< y ■ t';K(in vivo) SOvSttJiM^ 



(10) 



!^m^l0-81633 



8 6 6 i:T7A■x^'f->'X^iT^:;<?7'Dy^i:r7>'^'x^' 

^t'J>l.lfllE^TmVfii«mffiSi]fcL-rc7)ffli: (m 
%mA/^)-^hhm. l-2 0 0mgat/*«j5-l 
0 0mgi:Jt^T{S<. -^n-fit^^O. OS-lOOm 

[0043] Ji^iOfcio'), *3%B«t~*3(,^T<$ffl$^il. 

ry^-'^ryi^y 1 1 ^^mmmfry'Mi-yy 
v^mmmmwt^m.hm<nm^}L h m g- c o aji 

mmwm\<r)i^mt±mz^hv\^hi)K -m^\.zm 

0. 0 l-2 0 0mgS.I>'$<jO. 5-100mgTS>D 

yyy 1 1 g§«s^slJtswry>''J^■T>'^^>'^JiH* 
m.m\*^(^is.hmcommt h mg-c o Amymmwm 



0 : l<OKffll^t-J)')#l.. 

[00453 ^IgHfltcfc^-^T. ryx^j-ryxVl IS 
|,PC01gff]tHMG-CoAJi7t:»«Pa»Si|(i, fit-?' 

^nmmi-z. xm^^mizLxwi^iz, 

1.0 

[0046] WTt, »Wt>'«fflMSr*)tf t . 
[0047] 

[^isuil] 

IISfi<?iJl 

mmmmmmm 

T^*^ : Biochimica et Biophysica Acta)^] 6TM7 
Uz. f^. m^mH^hfz'O. 1 2 0g/Btc$i)PfiL 

fz. mmk^mm.mm/izmmik^mi^m4 . i 

2. 1 6, 20, 24, 2 8St^3 2aoa#^,T-«Jlll 

t, IgrJl^xf D-;KI (mg/d 1 ) SrSl^L^c, ^ 
3 2iSSCjiiSi^ij!|^$rf»giJt, ;'c»)MJHS^ra* 

(%) m^z. •en^.cossmsrait^^-r. 

[0048] 
[«1] 



#-f (mg/kg) fc o-zKing/dl) 

1 CS-866 !••> 

+r5>'^*;^^'^y> so 6 446±31 58± 7 

2 r^;<?7''J;I/ 1"> 

+7*5>'N'X^'f-y) 50 7 406+ 46 62± 9 



CS-866 6 
f-'t:^7'*))i^ 6 
T7>'N'X^'f->"> 50 7 



659 ± 38 68±10 

667+21 76+ 4 

437±27 80+ 5 

670±28 83± 6 



(00493 



**) 0.5iig/lcgSrlB2ll]JS-4Uc 



CS-866 4.0 mg 

r7>'^';^^'^>'•^^'J'^Aig 200.0 

244.0 

h'>^D3i/f>7V 50.0 

^tT 'J ym^y^-y^J^ 2.0 

500 Bg 



(11) 



#M¥10-81633 



5 0 0mg£0^i]t-t&<, 

[0050] Zff^mUimizHBtX, M*Sr*fetC: t 
[00 5 1 J 



H M G - c o AMimmmmmcr} 1 ax(i 2 atoms'j 



(5i)int.ci.6 tis'jie^ Jtrt^a*^ fi m^^^^mm 

A6IK 31/415 A6 1K 31/415 

31/435 31/435 
31/55 31/55 
38/00 37/02 



a2)mm mm i^z 

«SClBfoJilKiSHriTa2#58-f H*tt 



